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L3 ANSWER 1 OF 2 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

AUTHOR (S) : 



CORPORATE SOURCE: 
SOURCE: 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE ! 
GI 



CAPLUS COPYRIGHT 2007 ACS on STN 
2006:830241 CAPLUS 
145:327676 

4-Araino-2-alkyl-butyramides as small molecule CCR2 
antagonists with favorable pharmacokinetic properties 
Butora, Gabor; Morriello, Gregori J.; Kothandaraman, 
Shankaran; Guiadeen, Deodialsingh; Pasternak, 
Alexander; Parsons, William H.; MacCoss, Malcolm; 
Vicario, Pasquale P.; Cascieri, Ma r ga r e t j/TypT^q , 
Lihu 

Merck Research Laboratories, Rahway,' 
Bioorganic i Medicinal Chemistry LetteJ 
16(18), 4715-4722 
CODEN: BMCLE8; ISSN: 0960- 8 9 4X 
Elsevier B.V. 
Journal 
English 




ANSWER 1 OF 2 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
909717-66-4P 909717-67-5P 909717-73-3P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(amino alkyl butyramides as CCR2 antagonists with favorable 
pharmacokinetic properties) 
691874-50-7 CAPLUS 

SpiroIlH-indene-1, 4 1 -piperidine} -1 ' -butanamide, N- [ 1 3, 5- 
bis(trifluoromethyl) phenyl] methyl] -o- (phenylmethyl) - (9CI) (CA 
INDEX NAME) 




A systematic examination of the central aromatic portion of the lead 
(2S) -N-[ 3, 5-bis< trifluoromethyl) benzyl] -2- (4-fluorophenyl) -4- (l'H- 
spi rolindene- 1,4- -pipe ridin] -1 ■ -yl) butanamide (9) led to the discovery of 
a novel class of CCR2 receptor antagonists, which carry small alicyclic 
groups such as cyclopropyl, cylobutyl, or cyclopropylmethyl attached at 

of the carbon backbone. The most potent compound discovered, namely 
(2S)-N-[3, 5-bis< trifluoromethyl) benzyl] -2-cyclopropyl-4- [ (1R, 3 'R)-3'- 
raethyl-l'H-spirotindene-l, 4 • -piperidin] -1 •-yl] butanamide (I), showed very 
high binding affinity (IC50 « 4 nM, human monocyte) and excellent 
selectivity toward other related cheraokine receptors. The excellent 
pharmacokinetic profile of this new lead compound allows for extensive in 
vivo evaluation. 

691874-50-7P 691874-60-9P 691874-61-OP 
691874-66-5P 691875-74-8P 691675-75-9P 
909717-55-1P 909717-56-2P 909717-57-3P 
909717-58-4P 909717-61-9P 909717-62-0P 
909717-63-1P 909717-64-2P 909717-65-3P 




RN 691874-60-9 CAPLUS 

CN Spiro[lH-indene-l, 4' -piperidine] -1' -butanamide, N-((3,5- 



L3 ANSWER 1 OF 2 CAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
bis(trifluoromethyl)phenyl]methyl]-a-methyl-, <aR)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 691874-61-0 CAPLUS 

CN Spiro[lH-indene-l, 4' -piperidine] -1' -butanamide, N- 1(3,5- 

bis (trifluoromethyl) phenyl] methyl ] -a- ( 1-methylethyl) -, (aS) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 691875-74-8 CAPLUS 

CN Spiro [ lH-indene-1, 4 ■ -piperidine] -1 * -butanamide, a-amino-N- ( (3, 5- 
• bis (trifluoromethyl) phenyl} methyl]- (9CI) (CA INDEX NAME) 

PAGE 1-A 




RN 691874-66-5 CAPLUS 

CN Spiro( lH-indene-1, 4 ' -piperidine] -1 '-butanamide, N-((3,5- 

bis ( t ri f luoromethyl) phenyl ] methyl ] -a- (cyclopropylmethyl ) -3 1 -methyl-, 
(aR, 1R,3'R)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 691875-75-9 CAPLUS 

CN Spiro[lH-indene-l, 4' -piperidine) -1' -butanamide, N-((3,5- 

bis ( trif luororaethyl ) phenyl } methyl J -a- ( (raethylsulf onyl) amino)- (9CI) 
(CA INDEX NAME) 



PAGE 1-A 
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RN 909717-55-1 CAPLUS 

CN SpiroUH-indene-l^'-piperidinel-l'-butanamide, N-[[3,5- 

bis ( t ri fluoromethyl ) phenyl ] methyl ) -a- ( 1-hydroxyethyl ) -3 ' -methyl- , 
(1R, 3'R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 909717-56-2 CAPLUS 

CN SpiroIlH-indene-1, 4 ' -piperidine) -1 '-butanamide, N-({3,5- 

bis(trifluoromethyl)phenyl]raethyl]-a-raethyl-, (aS>- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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RN 909717-57-3 CAPLUS 

CN SpirollH-indene-l.V-piperidineJ-l'-butanamide, N-({3,5- 

bis (tri fluoromethyl) phenyl] methyl ] -a-2-propenyl-, (aR)- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 909717-58-4 CAPLUS 

CN Spiro(lH-indene-l, 4' -piperidine) -1' -butanamide, N-[(3,S- 

bis (tri fluoromethyl ) phenyl ) methyl ] -a- ( 1-methylethyl ) - , (aR) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 909717-61-9 CAPLUS 

CN Spiro{lH-indene-l, 4 ' -piperidine] -1 '-butanamide, N-{(3,5- 

bis ( t ri fluoromethyl ) phenyl ] methyl ) -a- [ [ (tri fluoromethyl ) sul f onyl ] ami 
no]- (9CI) (CA INDEX NAME) 



PAGE 1-A 
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RN 909717-62-0 CAPLUS 
CN Carbamic acid, 

Il-t 1 1 (3, 5-bis(tri£luoromethyl)phenyl]methyl]amino]carbonyl 

J-S-spiroUH-indene-l^'-piperidinJ-l'-ylpropyl]-, methyl ester (9CI) 

(CA 

INDEX NAME) 



PAGE 1-A 
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RN 909717-63-1 CAPLUS 

CN SpirollH-indene-lM'-piperidineJ-l'-butanamide, N-[[3,S- 

bis(trifluoromethyl)phenyl)methyl)-a-<formylamino)- (9CI) (CA INDEX 
NAME) 



PAGE 1-A 
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RN 909717-64-2 CAPLUS 

CN SpirollH-indene-lM'-piperidineJ-l'-butanaraide, N-[(3,5- 

bis (tr if luoromethyl) phenyl) methyl) -a- ( (2-thienylsulfonyl) amino] - 
(9CI) (CA INDEX NAME) 



9 




RN 909717-65-3 CAPLUS 

CN Spi ro I lH-indene-1, 4 ' -piperidine) -1 ' -butanamide, <*-{ t [2- (acetylamino) - 

5-thia zolyl ] sulf onyl J amino) -N- ( [3, 5-bis (tri f luoromethyl ) phenyl ) methyl ) - 
(9CI) (CA INDEX NAME) 
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ACNH 




RN 909717-66-4 CAPLUS 

CN SpiroUH-indene-1, 4' -piperidine] -1 ' -butanamide, N-[|3,5- 

bis ( tri f luoromethyl) phenyl) methyl] -a- ( (phenyl sulf onyl ) amino) - (9CI) 
(CA INDEX NAME) 



PAGE 1-A 
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RN 909717-67-5 CAPLUS 

CN • SpirollH-indene-1, 4 ' -piperidine] -1 • -butanamide, N-([3,5- 
bis(trifluoromethyl)phenyl)methyl]-a-U U-oxo-4- 
imidazolidinyl)carbonyl} amino)- (9CI) (CA IKDEX name) 




RN 909717-73-3 CAPLUS 

CN Spiro[lH-indene-l, 4' -piperidine} -1' -butanamide, N-[[3,5- 

bis ( tr i f luor omethyl ) phenyl ] methyl } -a- (cyclopropylmethyl ) - 3 ' -methyl- , 
(aS, 1R,3'R>- (9CI) (CA t INDEX NAME) 

Absolute stereochemistry. 
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IT 909717-54-0P 

RL: RCT (Reactant); SPN {Synthetic preparation); PREP {Preparation); RACT 
(React ant or reagent) 

(amino alkyl butyramideo as CCR2 antagonists with favorable 
pharmacokinetic properties) 
RN 909717-54-0 CAPLUS 

CN Spiro(lH-indene-l, 4 '-piperidine) -1 ' -butanamide, a-[l- 

(acetyloxy) ethyl } -N- [ ( 3, 5-bis { tri f luoromethyl ) phenyl ] methyl ] -3 ■ -methyl- , 
(1R, 3'R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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ACCESSION NUMBER : 
DOCUMENT NUMBER : 
TITLE: 



INVENTOR (S) : 
Zhou, 

PATENT ASSIGNEE (S): 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



CAPLUS 



2004:412814 
140:423589 

Preparation of piperidinylbutyramides and related 
compounds as modulators of CCR-2 chemokine receptor 
activity 

Butora, Gabor; Pasternak, Alexander; Yang, Lihu; 



Changyou 

Merck C Co. , Inc., USA 

PCT Int. Appl., 239 pp. 

CODEN: PIXXD2 

Patent 

English 



t 



PATENT NO. 






KIND 


DATE 


WO 


2004041279 




Al 




20040521 




W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, AZ, 




CO, 


CR, 


CU, 


CZ, 


DE, 


DK, DM, 




GH, 


GM, 


HR, 


HU, 


ID, 


IL, IN, 




LS, 


LT, 


LU, 


LV, 


MA, 


MD, MG, 




PG, 


PH, 


PL, 


PT, 


RO, 


RU, SC, 




TR, 


TT, 


TZ, 


UA, 


UG, 


US, UZ, 




RW: GH, 


GM, 


KE, 


LS, 


MW, 


MZ, SD, 




KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, AT, 




FI , 


FR, 


GB, 


GR, 


HU, 


IE, IT, 




BF, 


BJ, 


CF, 


CG, 


CI, 


CM, GA, 


CA 


2503720 






Al 




20040521 


AU 


20032849 


34 




Al 




20040607 


EP 


1558250 






Al 




20050803 




R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, FR, 




IE, 


SI, 


LT, 


LV, 


FI, 


RO, MK, 


JP 


2006511500 




T 




20060406 


US 


2005261325 




Al 




20051124 



APPLICATION NO. 



DATE 



PRIORITY APPLN. INFO. 



OTHER SOURCE (S) : 



WO 20O3- 
BA, BB, 8G, 
OZ, EC, EE, 
IS, JP, KE, 
MK, MN, MW, 
SD, SE, SG, 
VC, VN, YU, 
SL, SZ, TZ, 
BE, BG, CH, 
LU, MC, NL, 
GN, GQ, GW, 
CA 2003- 
AU 2003 

EP 200: 

GB, GR, 

CY, AL, 
JP 2i 
US 2105 
US 2102 



US34009 
BR, BY, 
EG, ES, 
KG, KR, 
MX, MZ, 
SK, SL, 
ZA, ZM, 
UG, ZM, 
CY, CZ, 
PT, RO, 



WO 2' 



MAR PAT 140:423589 




20031024 
BZ, CA, CH, CN, 
FI, GB, GD, GE, 
KZ, LC, LK, LR, 
NI, NO, NZ, OM, 
SY, TJ, TM, TN, 
ZW 

ZW, AM, AZ, BY, 
DE, DK, EE, ES, 
SE, SI, SK, TR, 
NE, SN, TD, TG 
20031024 
20031024 
20031024 
SE, MC, PT, 
HU, SK 
20031024 
2005031B 
P 20021030 

W 20031024 
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R5 




AB Title compds. {I; W = c, N, 0; X - NR10, O, CH20, CONR10, C02, etc.; R10 

H, (substituted) alkyl, Ph, PhCH2, alkyl, cycloalkyl; Rl - H, 
(substituted) alkyl-Y-Ph, alkyl-Y-heterocyclyl, etc.; Y = bond, O, S, SO, 
S02, NR10; R2 » (substituted) alkylphenyl, alkylheterocyclyl; R3 - H, 
(substituted) alkylphenyl, alkylheterocyclyl, CF3, cycloalkyl, etc.; R4 - 
H, OH, alkyl, alkoxy, cyano, etc.; R3R4 » atoms to form (substituted) 
indene, benzofuran, isobenzofuran, benzothiofuran, isobenzof uran rings; 
R5-R8 - H, OH, alkyl, alkoxy, O, halo, CF3, C02R9, etc.; R9 - H, 
(substituted) alkyl, cycloalkyl, Ph, PhCH2; R3R5, R4R6, R5R6, R7R0 - 

atoms 

to form (substituted) rings; Rll - H, halo, alkyl, OH, alkoxy, NR9R10, 
etc.; R12 - H, alkyl, C02R9; n - 0-3], were prepared Thus, title 
compound 

(II) was prepared by reaction of 4-phenylpiperidine with the 
corresponding 

aldehyde in the presence of Na(OAc)3BH. I bound to CCR-2 receptor with 
IC50 £1 tiM. 

IT 691874-50-7P 691874-52-9P 691874-60-9P 

691874- 61-0P 691874-66-5P 691875-72-6P 

691875- 74-8P 691875-75-9P 

RL: PAC {Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES. 
(Uses) 

(reparation of piperidinylbutyramides and related compds. as 
modulators 

of CCR-2 chemokine receptor activity) 
RN 691874-50-7 CAPLUS 

CN Spiro[lH- indene- 1, 4" -piperidine) -1 ' -butanamide, N-[[3,5- 

bis (trifluoromethyl) phenyl] methyl J -a- (phenylmethyl)- (9CI) (CA 
INDEX NAME) 
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NH 

l_ 

c— O 

CH- CH2- Ph 
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RN 691874-52-9 CAPLUS 

CN Spiro[lH-indene-l, 4' -piperidine] -1' -butanamide, N-{(3,5- 

bis (trifluoromethyl) phenyl] methyl ]-ot- (cyclohexylmethyl) - (9CI) (CA 
INDEX NAME) 
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RN 691874-60-9 CAPLUS 

CN Spi ro ( 1H- indene- 1,4' -piperidine J-l' -butanamide, N-({3,5- 

bis (trifluoromethyl) phenyl) methyl ] -u-methyl-, (aR)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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RN 691874-61-0 CAPLUS 

CN Spi ro[lH- indene- 1, 4" -piperidine) -1' -butanamide, N-t(3,S- 

bis (trifluoromethyl > phenyl ) methyl ) -a- ( 1-methylethyl ) - , (aS) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 691874-66-5 CAPLUS 

CN Spiro | lH-indene- 1,4' -piperidine] -1* -butanamide, N-[{3,5- 

bis (trifluoromethyl) phenyl] methyl] -a- (cyclopropylmethyl) -3 '-methyl-, 
(aR, 1R,3'R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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691875-72-6 CAPLUS 

Spiro [ lH-indene-1, 4 1 -piperidine] -1 ' -butanamide, N- ( ( 3, 5- 
bis(trifluoromethyl) phenyl] methyl ] -a-methoxy- (9CI) (CA INDEX NAME) 
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691875-75-9 CAPLUS 

Spiro I lH-indene-1, 4 '-piperidine} -1 • -butanamide, N- [ [3, 5- 
bis (trifluoromethyl) phenyl) methyl) -a- [ (methyl sul fonyl ) amino] - (9CI) 
(CA INDEX NAME) 
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